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In 3-month oral (via diet) toxicity study in Wistar rats doses of
10, 20 and 40 mg/kg/day were used. In this study only in high
dose treated females, absolute as well as relative, weights of
Pituitary were reduced by 27-28% compared to control values. "No
treatment related histopathological abnormalities were evident in
this study. The systemic exposure of GR 68755 at 40 mg/kg/day
dose  level was about 24-89 fold higher than the anticipated human
exposure (AUCy,,~ 396.4 ng.hr/ ml, 0.32 mg/kg/day [8 mg b.i.d.],
50 kg body wt. assumed). Based on multiple of human exposure,
sponsor selected 40 mg/kg/day as the top dose for the
carcinogenicity study in rat and the mid and low doses were set
at 6.5 and 1.0 mg/kg/day respectively.

In 3-month oral (via gavage) toxicity study in Wistar rats doses
©f 10, 20 and 20 (days 1-7)/40 mg/kg/day were used. In this
study, increase in liver weights were seen in all treated males
(10-13%) and in high dose treated females (28%) . Histopatho-
logical examinations revealed periacinar hepatocytic hypertrophy
and foci of "pre-basophilic® hepatocytes in some of the high dose
treated females (and none in the control). Data indicated that
40 mg/kg/day was the maximum tolerated dose in rats when drug was
given via gavage. i
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(AUCo4p~ 396.4 ng.hr/ ml, 0.32 mg/kg/day [8 mg b.i.d4.], 50 kg
body wt. assumed). Based on multiple of human exposure, sponsor

1.0 mg/kg/day respectively. The selection of top dose is

appropriate (see the result of main carcinogenicity study in
rat).

In 104-week oral (via diet) carcinogenicity study in Wistar rats
doses of 0, 1, 6.5 and 40 mg/kg/day were used. TIn this study,
highest tested dose is the maximum tolerated dose since at this
dose level body weight in males and females were 6% and 9% lower
than the control body weights respectively. Furthermore, based
on AUC values, high dose treated rats (both sexes) were exposed
to 123-141 fold higher levels of GR 68755 than human {AUCq, 4y =
396.4 ng.hr/ml; 8 mg b.i.d. = 0.32 mg/kg/ day, 50 kg body weight
assumed] . Hence, dose selection was appropriate. Treatment had
no significant effect of intercurrent mortality rates. Survival
rates at the end of treatment period were comparable in all
groups. - Increased incidences of basophilic foci in .the liver of
high dose treated females and increased incidences of clear cell
foci in liver of high dose treated males were seen. No treatment
related neoplastic findings were evident in this study. Hence,
GR 68755 has no carcinogenic potential in Wistar rats.

In oral Segment I. fertility and general reproductive performance
study in rats, doses of 0, 1, 6.5 and 40 mg/kg/day were used.
There were no abnormal effects on the fertility and mating
performance of the treated male and female rats at doses up to
and including 40 mg/kg/day of GR 68755C.

In oral Segment II. teratology study in rats, doses of 0, 1, 6.5
and 40 mg/kg/day were used. No teratogenic effects at dosage up
Lo 40 mg/kg/day was seen in rats. However, the highest tested
dcse was maternotoxic (decreased body weight gains and food
intakes) and fetotoxic (increased incidence of supernumerary
ribs). The postnatal development and the fertility of the
cffspring were comparable in all groups.

In oral Segment II. teratology study in rabbits, doses of 0, 1,

6.5 and 40 mg/kg/day were used. No teratogenic effects at dosage
up to 40 mg/kg/day was seen in rabbits.
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No mutagenic potential was demonstrated when GR 68755 was tested
in 5 different tests: Ames Test; in vitro chromosomal aberration
test in human lymphocytes, L5178 Y/TK mouse lymphoma mutation

assay, ex-vivo UDS assay in rat hepatocytes and in vivo rat
micronucleus test.

GR 2202X is an intermediate in the synthesis of GR 68755C. It is
also present in the final drug substance as an impurity.

GR 2202X is mutagenic in Ames test. It should be noted here

that GR 68755 (which contained GR 2202X as impurity) has no
carcinogenic potential in Wistar rats. In human after
administration of 16 mg b.i.d. the level of GR 2202 was below

1 ng/ml (report # WBP/91/099). Hence, finding associated with
GR 2202 has no clinieal significance. Sponsor further indicated
that in tablet formulation GR 2202 will not exceed more than 0.1%
(w/w) . )

Toxicity studies in rats and dogs of 6-month duration.are used
for safety assessment of the proposed clinical protocol. In
6-month oral toxicity study in rats, CNS (salivation, tense
behavior, moist eéyes, croaking, tiptoe gait, pushing at cage
floor with forepaws and tremor) and liver (basophilic foci of
cellular alteration) are the target organs of toxicities and 8
mg/kg/day was the no effect dose. No effect dose level is about
25 times greater than the highest proposed clinical dose (0.32
mg/kg/day). In 6-month oral toxicity study in dogs, highest

highest proposed clinical dose. Based on preclinical studies,
the proposed study should be allowed to proceed.

APPEARS THIS WAY
ON ORIGINAL




IND
Page 90

RECOMMENDATIONS :

1. Based on preclinical studies, the proposed study should be
allowed to proceed.

2. In mouse and rat carcinogenicity studies, dose selections

were appropriate. _
C /S b J1e/00

Tanveer Ahmad, Ph.D.
Pharmacologist, HFD-180

Cvie. TND - At fos Che
HFD-180 N
HFD—lBl/CSO :fh.df—tm&'r\ § 'éIZ C 'B

HFD-180/Dr. Ahmad = [;.aa/(azm&
HFD-180/Dr. Choudary HZLM

HFD-180/Dr. Fredd etz et and
HFD-345/Dr. Viswanathan

EFD-150/CAC/Dr. DeGeorge
HFD-006/CAC/Ms. Olmstead

TA/hw/3/20/96

175//4/74‘
Attachments: Appendix I. Neoplastic and Non-neoplastic :
' Findings in Rats
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